Amendments to the Specification 


Please replace the paragraph on page 33, beginning at line 10, with the following amended 
paragraph: 

Certain compounds of the present invention, and definitions of specific functional groups 
are also described in more detail below. For purposes of this invention, the chemical elements 
are identified in accordance with the Periodic Table of the Elements, CAS version, Handbook of 
Chemistry and Physics, 75 th Ed., inside cover, and specific functional groups are generally 
defined as described therein. Additionally, general principles of organic chemistry, as well as 
specific functional moieties and reactivity, are described in "Organic Chemistry", Thomas 
Sorrell, University Science Books, Sausalito: 1999 , th e e ntire cont e nts of which ar e incorporat e d 
h e r e in by r e fer e nc e. Furthermore, it will be appreciated by one of ordinary skill in the art that 
the synthetic methods, as described herein, utilize a variety of protecting groups. By the term 
"protecting group' 1 , has used herein, it is meant that a particular functional moiety, e.g., O, S, or 
N, is temporarily blocked so that a reaction can be carried out selectively at another reactive site 
in a multifunctional compound. In preferred embodiments, a protecting group reacts selectively 
in good yield to give a protected substrate that is stable to the projected reactions; the protecting 
group must be selectively removed in good yield by readily available, preferably nontoxic 
reagents that do not attack the other funcational functional groups; the protecting group forms an 
easily separable derivative (more preferably without the generation of new stereogenic centers); 
and the protecting group has a minimum of additional functionality to avoid further sites of 
reaction. As detailed herein, oxygen, sulfur, nitrogen and carbon protecting groups may be 
utilized. Exemplary protecting groups are detailed herein, however, it will be appreciated that 
the present invention is not intended to be limited to these protecting groups; rather, a variety of 
additional equivalent protecting groups can be readily identified using the above criteria and 
utilized in the method of the present invention. Additionally, a variety of protecting groups are 
described in "Protective Groups in Organic Synthesis" Third Ed. Greene, T.W. and Wuts, P.G., 
Eds., John Wiley & Sons, New York: 1999 , the entire contents of which ar e h e r e by incorporated 
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by r e f e r e nc e, 


Please replace the paragraph on page 55, beginning at line 7, with the following amended 
paragraph: 

As used herein, the term "pharmaceutically acceptable salt" refers to those salts which are, 
within the scope of sound medical judgement, suitable for use in contact with the tissues of 
humans and lower animals without undue toxicity, irritation, allergic response and the like, and 
are commensurate with a reasonable benefit/risk ratio. Pharmaceutically acceptable salts of 
amines, carboxylic acids, and other types of compounds, are well known in the art. For example, 
S. M. Berge, et al describe pharmaceutically acceptable salts in detail in J. Pharmaceutical 
Sciences, 66: 1-19 (1977) , incorporat e d h e r e in by r e f e r e nc e. The salts can be prepared in situ 
during the final isolation and purification of the compounds of the invention, or separately by 
reacting the free base function with a suitable organic acid. Examples of pharmaceutically 
acceptable, nontoxic acid addition salts are salts of an amino group formed with inorganic acids 
such as hydrochloric acid, hydrobromic acid, phosphoric acid, sulfuric acid and perchloric acid or 
with organic acids such as acetic acid, oxalic acid, maleic acid, tartaric acid, citric acid, succinic 
acid or malonic acid or by using other methods used in the art such as ion exchange. Other 
pharmaceutically acceptable salts include adipate, alginate, ascorbate, aspartate, 
benzenesulfonate, benzoate, bisulfate, borate, butyrate, camphorate, camphorsulfonate, citrate, 
cyclopentanepropionate, digluconate, dodecylsulfate, ethanesulfonate, formate, fumarate, 
glucoheptonate, glycerophosphate, gluconate, hemisulfate, heptanoate, hexanoate, hydroiodide, 2- 
hydroxy-ethanesulfonate, lactobionate, lactate, laurate, lauryl sulfate, malate, maleate, malonate, 
methanesulfonate, 2-naphthalenesulfonate, nicotinate, nitrate, oleate, oxalate, palmitate, pamoate, 
pectinate, persulfate, 3-phenylpropionate, phosphate, picrate, pivalate, propionate, stearate, 
succinate, sulfate, tartrate, thiocyanate, p-toluenesulfonate, undecanoate, valerate salts, and the 
like. Representative alkali or alkaline earth metal salts include sodium, lithium, potassium, 
calcium, magnesium, and the like. Further pharmaceutically acceptable salts include, when 
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appropriate, nontoxic ammonium, quaternary ammonium, and amine cations formed using 
counterions such as halide, hydroxide, carboxylate, sulfate, phosphate, nitrate, loweralkyl 
sulfonate and aryl sulfonate. 

Please replace the paragraph on page 56, beginning at line 10, with the following amended 
paragraph: 

Furthermore, the term "pharmaceutical^ acceptable prodrugs" as used herein refers to 
those prodrugs of the compounds of the present invention which are, within the scope of sound 
medical judgment, suitable for use in contact with the tissues of humans and lower animals with 
undue toxicity, irritation, allergic response, and the like, commensurate with a reasonable 
benefit/risk ratio, and effective for their intended use, as well as the zwitterionic forms, where 
possible, of the compounds of the invention. The term "prodrug" refers to compounds that are 
rapidly transformed in vivo to yield the parent compound of the above formula, for example by 
hydrolysis in blood. A thorough discussion is provided in T. Higuchi and V. Stella, Pro-drugs as 
Novel Delivery Systems, Vol. 14 of the A.C.S. Symposium Series, and in Edward B. Roche, ed., 
Bioreversible Carriers in Drug Design, American Pharmaceutical Association and Pergamon 
Press, 1987 , both of which ar e incorporat e d h e r e in by r e f e r e nc e. 

Please replace the paragraph on page 65, beginning at line 6, with the following amended 
paragraph: 

For example, other therapies or anticancer agents that may be used in combination with 
the inventive anticancer agents of the present invention include surgery, radiotherapy (in but a 
few examples, y-radiation, neutron beam radiotherapy, electron beam radiotherapy, proton 
therapy, brachytherapy, and systemic radioactive isotopes, to name a few), endocrine therapy, 
biologic response modifiers (interferons, interleukins, and tumor necrosis factor (TNF) to name a 
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few), hyperthermia and cryotherapy, agents to attenuate any adverse effects (e.g., antiemetics), 
and other approved chemotherapeutic drugs, including, but not limited to, alkylating drugs 
(mechlorethamine, chlorambucil, Cyclophosphamide, Melphalan, Ifosfamide), antimetabolites 
(Methotrexate), purine antagonists and pyrimidine antagonists (6-Mercaptopurine, 5-Fluorouracil, 
Cytarabile, Gemcitabine), spindle poisons (Vinblastine, Vincristine, Vinorelbine, Paclitaxel), 
podophyllotoxins (Etoposide, Irinotecan, Topotecan), antibiotics (Doxorubicin, Bleomycin, 
Mitomycin), nitrosoureas (Carmustine, Lomustine), inorganic ions (Cisplatin, Carboplatin), 
enzymes (Asparaginase), and hormones (Tamoxifen, Leuprolide, Flutamide, and Megestrol), to 
name a few. Additionally, the present invention also encompasses the use of certain cytotoxic or 
anticancer agents currently in clinical trials and which may ultimately be approved by the FDA 
(including, but not limited to, epothilones and analogues thereof and geldanamycins and 
analogues thereof). For a more comprehensive discussion of updated cancer therapies see , 
http://www.nci.nih.gov/, a list of the FDA approved oncology drugs at 
http ://www . fda. go v/cd e r/ cane e r/ druglist fram e . htm , and The Merck Manual, Seventeenth Ed. 
1 999 , th e e ntir e cont e nts of which ar e h e r e by incorporat e d by r e f e r e nc e. 
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